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Amendments to the Glaiiiisi 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

Claims 1-32 (canceled) 

Claim 33 (currently amended): A method of detexixiining whether a chemical agent is 
a direct inhibitor or activator of an enzyme in a cell whose production by that cell evokes a 
responsive change in atphenotypic characteristic of the cell, other than the level of said 
enzyme in said cell pen se, which comprises: 

(a) providing a first mammalian cell line which produces said enzyme and exhibits 
said phenotypic response to the enzyme and wherein the level of the enzyme in the cell is 
maintained such that the cell is capable of exhibiting the phenotypic response following 
removal of a direct activator or inhibitor of the enzyme; 

(b) providing a second mammalian cell line which is alike to the first mammalian cell 
line, but which produ ccs the enzyme at a lower level than the first cell line, or does not 
produce the enzyme at lall, and which exhibits said phenotypic response to the enzyme to a 
lesser degree or not ati all; 

(c) incubating (the chemical agent with the first and second cell lines; and 

(d) comparingithe phenotypic response of the first cell line to the chemical agent with 
the phenotypic respo nse of the second cell line to the chemical agent^-asd 

(o) dotomiinijig through th e xta e of a binding assay that the chomical ag e nt binds to th e 
enzym e* 

Claim 34 (previously presented): The method of Claim 33 wherein said first cell line 
is obtained by introduicing a gene encoding said enzyme into a host cell, said gene being, 
under the control of aipromoter functional in the host cell, whereby said gene is expressed. 

Claim 35 (canceled) 
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Claim 36 (pneviiously presented): The metliod of either Claim 33 or Claim 34 
wherein said chemical agent is a suspected inhibitor of the biological activity of said enzyme. 

Claim 37 (previously presented): The method of either Claim 33 or Claim 34 
wherein said chemicali agent is a suspected activator of ihe bioIogicaJ activity of said enzyme. 

Claim* 38-42 (Canceled) 

Claim 43 (currently amended): A method of determining whether a chemical agent is 
a direct inhibitor or activator of an enzyme in a cell which coinprises: 

(a) providing aj mammalian test ceU which overproduces a selected enzyme relative to 
a mammalian control cell which is alike to the test cell, but which produces said enzyme at a 
lower level or essentially does not produce the enzyme, and wherein production of said 
enzyme in said test coll evokes a responsive change in a phenotypic characteristic of said test 
cell, other than the level of said enzyme in said test cell per se, which is comparatively 
greater than in said control cell, and wherein the level of the enzyme in the cell is maintained 
such that the cell is c;^ble of exhibiting the phenotypic response following removal of a 
direct activator or inh&itor of the enzyme; 

(b) treating said test cell containing the overproduced selected enzyme with said 
chemical agent; mrd 

(c) examining the treated test cell to determine whether it exhibits a change in said 
phenolic characteristic in response to said chemical agent^^d 

(d) detenniniiig through tfao uoo of a binding afioay that the ohcamiQCbl - agent binds to - ih e 
enzym e. 

Claim 44 (prcfviously presented): The method of Claim 43 wherein said test cell is 
obtained by introduclxig a gene encoding said enzyme into a host cell, said gene being under 
the control of a promoter functional in the host cell, whereby said gene is expressed. 

Claim 45 (previously presented): The method of Claim 44 wherein the gene is 
introduced into said host cell by means of a first genetic vector into which the gene has been 
inserted, and said control cell is obtained by introducing into a similar host cell a second 
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genetic vector essentially identical to the &st genetic vector except that it does not bear said 
gene insert. 

Claim 46 (previously presented): The method of Claim 43 wherein examination for a 
change in the phenotypdc characteristic in response to said chemical agent includes 
compaiing the response of the treated cell to the response of a comparable untreated test cell. 

Claim 47 (previously presented): The method of Claim 43 wherein examination 
includes comparing the phenotypic response of the treated test cell to that of a comparably 
treated test cell whicliidoes not overproduce the selected enzyme. 

Claim 48 (previonsly presented): The method of Claim 43 wherein examination 
includes comparing the phenotypic response of the test cell in the presence of said chemical 
agent with the phenotypic response of a second test cell in the presence of a known inhibitor 
or activator of the enciyme. 

Claim 49 (previously presented): The method of any one of Claims 43-48 wherein 
said chemical agent isi a suspected iuhihitor of the biological activity of s^d enzyme. 

Claim 50 (previously presented): The method of any one of Claims 43-48 wherein 
said chemical agent is a suspected activator of the biological activity of said enzyme. 

Claims 51-58 (canceled) 

Claim 59 (cwiently amended): A method of detennhiing whether a chemical agent is 
a direct inhibitor or activator of an enzyme in a cell whose production by that cell evokes a 
responsive change in ai phenotypic characteristic of the cell, other than the level of the 
enzyme in said cell per se, which comprises: 

(a) providing a<first mammalian cell line which produces the enzyme and exhibits the 
phenotypic response to the enzyme and wherein the level of the enzyme in the cell is 
maintained such ttiat the cell is C25>able of exhibiting the phenotypic response following 
removal of a direct activator or inhibitor of the enzyme, said first cell line obtained by 
introducing a gene enisodin g the enzyme into a first host cell by means of a first genetic 
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vector into which said gene has been inserted, said gene beiixg under the control of a 
promoter functional injsaid host cell, whereby said gene is expressed; 

(b) providing ai second mammalian cell line which is alike to the first mammalian cell 
line» but which produdes the enzyme at a lower level than said first cell line, or does not 
produce the enzyme at all, and which exhibits the phenotypic response to the enzyme to a 
lesser degree or not at (all, said second cell line obtained by introducing into a second host cell 
which is alike to the first host cell, a second genetic vector essentially identical to said first 
genetic vector except that it does not bear said gene insert; 

(c) incubating ithe chemical agent Avith said first and second cell lines; ^d 

(d) comparingJthe phenotypic response of said first cell line to the chemical agent 
with the phenotypic response of said second cell line to the chemical agentrffla^ 

(o) d e torminine through the uso ef a binding assay that -t h e ohanical agent binds to the 

Claim 60 (previously presented): The method of Claim 59 wherein the chemical 
agent is a suspected inhibitor of the biological activity of the enzyme. 

Claim 61 (jprisviously presented): The method of Claim 59 wherein the chemical 
agent is a suspected 'activator of the biological activity of the enzyme* 

Claim 62 (previously presented): The method of Claim 59 wherein the phenotypic 
response of said jBrsticell line upon incubation with the chemical agent is a graded cellular 
response. 

Claim 63 (cnrrently amended): A method of detennining whether a chemical agent is 
a direct inhibitor OT'activator of an enzyme whose production by a cell evokes a responsive 
change in a phenotypic characteristic, other than the level of the enzyme in the cell per se, 
which comprises: 

(a) providing a first mammalian cell line which produces the enzyme and exhibits the 
phenotypic response to the enzyme and wherein the level of the enzyme in the cell is 
maintained such tliat the cell is capable of exhibiting the phenotypic response following 
removal of a direct! activator or inhibitor of the enzyme, said phenotypic response being a 
graded cellular respiDtise; 
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(b) providing aisecond mammalian cell line which is alike to the first mammalian cell 
linfe, but which pipdwes the enzyme at a lower level than said first cell line, or does not 
produce the enzyme at sail, and which exhibits the phenotypic response to the enzyme to a 
lesser degree or not ati all; 

(c) incubating the chemical agent with said first and second cell lines; and 

(d) comparing itihe graded cellular response of said first cell line to the chemical agent 
with the phenotypic response of said second cell line to the chemical agents-Mad 

(o ) dotorniixung through - the uoq of q binding oflnay that Ifao chemiool agent binds to th e 

Qaim 64 Cpreviously presented): The method of Claim 63 wherein the chemical 
agent is a suspected inhibitor of the biological activity of the aizyme. 

Claim 65 (previously presented): The method of Claim 63 wherein the chemical 
agent is a suspected activator of the biological activity of the enzyme. 

Claims 66-70 (canceled) 

Claim 7 1 (currbntly amended) : A method of determining whether a chemical agent is 
a direct inhibitor or activator of an enzyme which comprises: 

(a) providing ai mammalian test cell which overproduces the selected enzyme relative 
to a mammalian control cell which is alike to the test cell> but which produces the enzyme at 
a lower level or essentially does not produce the enzyme, and wherein production of the 
enzyme in said test ctill evokes a responsive change in a phenotypic characteristic of said test 
cell, other than the level of the enzyme in said test cell per se, said responsive change being a 
graded cellular respO]ise, which is comparatively greater than in said control cell, and 
wherein the level of the enzyme in the cell is maintained such that the cell is capable of 
exhibiting tihe phenotypic response following removal of a direct activator or inhibitor of the 
enzyme; 

(b) treating said test cell containing the overptoduced selected enzyme with the 
chemical agent; snd 

(c) examining said treated test cell to determine whether it exhibits a change in said 
grad d cellular respojise to the chemical agenty^ad 
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(d) doteiininijig through mo ugo of a binding moay that tho ohomicol agent binds to tfao 
e ii2ym e . 

Claim 72 (previously presented): The method of Claim 71 wherein said test cell is 
obtained by introducing a gene encoding the enzyme into a host cell, said gene being under 
the control of a prombter fiinctional in said host ceD, whereby said gene is expressed* 

Claim 73 (previously presented): The method of Claim 72 wherein said gene is 
introduced into said hdst cell by means of a first genetic vector into which said gene has been 
inserted, and said control ccU is obtained by introducing into a similar host cell a second 
genetic vector essentially identical to said first genetic vector except that it does not bear said 
gene insert 

Claim 74 (previously presented): The method of Claim 71 wherein examination for 
the graded cellular rcsgkonse to the chemical agent includes comparing the response of said 
treated cell to the res;}3onse of a conq)arable untreated cell- 
Claim 75 (previously presented): The method of Claim 71 wherein examination 
includes comparing this graded cellular response of said treated test cell to that of a 
comparably treated test cell which does not overproduce the selected enzyme. 

Claim 76 (previously presented): The method of Claim 71 wherein examination 
includes comparing the graded ceUular response of said test cell to the chemical agent with 
the phenotypic response of a second test cell to a known inhibitor or activator of the enzyme. 

Claim 77 (previoxisly presented): The method of any one of Claims 71 to 76 wherein 
the chemical agent is aisuspected inhibitor of the biological activity of the enzyme. 

Claim 78 (previously presented); The method of any one of Claims 71 to 76 whwein 
the chemical agent is aisuspected activator of the biological activity of the enzyme- 
Claims 79-86 (canceled) 

Claim 87 (currently amended): The method of any of Claims 33, 44, 59, 63, and 
71, wherein the enzyme is selected from the group consisting of protein kinase C, ornithine 
decarboxylase, cyclic AMP-dependcnt protein kinase, the protein kinase domain of insulin 
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receptor, the protein kinase domain of epidennal growth factor (EGF) receptor, pp60src and 
p21ras. 

Claim 88 (curr^tly amended): llic method of any one of Claims 33, 44, 59, 63, and 
71, wherein the responsive change in a phenotypic characteristic is observable upon treatment 
of the test cell with an (activator or inhibitor of the enzyme. 

Claim 89 (currently amended): The method of any fine of Claims 33, 44, 59, 63, and 
71, wherein the resporisive change in a phenotypic characteristic includes phosphorylation of 
an intracellular protein substrate of the enzyme. 
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